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ANDA 74-475

N 31997

Baker Norton Pharmaceuticals, Inc.
Attention: Jane H. Hsiao, Ph.D.
4400 Biscayne Boulevard

Miami, FL 33137

Dear Madam:

This is in reference to your abbreviated new drug appllcatlon dated
February 25, 1994, submitted pursuant to Section 505(j) of the Federal
Food, Drug, and cOsmetlc Act (the Act), for Terfenadine Tablets USP,
60 mg.

Reference is also made to our letter dated January 31, 1996 granting
tentative approval to this abbreviated appllcatlon, and to your
amendments dated November 14, 1996 and January* , 1997,

The application contains a patent certification under Section
505(3)(2)(A)(v11)(IV) of the Act to U.S. patent number 4,254,129,
which expires on Aprll 10, 1999. You notified Marion Merrell Dow,
Inc. (now Hoechst Marion Roussel) of the patent certification and were
sued for patent infringement (Marion Merrell Dow Inc. and Merrell Dow
Pharmaceuticals, Inc, v. Baker Norton Pharmaceuticals, Inc., Civ11
Action No.94-1245).

The 30 month period, provided for in Section 505 (j) (4) (B) (iii)of the
Act, during which FDA was prohibited from approving your application,
has expired. We have therefore completed the final review of this
abbreviated application and have concluded that the application meets
the requirements of Section 505(3j) of the Act. Accordingly, the
application is approved.

The Division of Bioequivalence has determined your Terfenadine Tablets
USP, 60 mg, to be bioequivalent and, therefore, therapeutically
equlvalent to the listed drug (Seldane Tablets, 60 mg of Hoechst
Marion Roussel, Inc.). Your dissolution testing should be incorporated
into the stability and quality control program using the same method
proposed in your application.

Under 21 CFR 314.70, certain changes in the conditions described in
this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated application
are set forth in 21 CFR 314.80-81. The Office of Generic Drugs should
be advised of any change in the marketing status of this drug.



We request that you submit, in duplicate, any proposed advertising or
promotional copy which you intend to use in your initial advertlslng
or promotional campaigns. Please submit all proposed materials in
draft or mock-up form, not final print. Submit both copies together
with a copy of the proposed or final printed labeling to the Division
of Drug Marketing, Advertising, and Communications (HFD-240). Please
do not use Form FD-2253 (Transmittal of Advertisements and Promotional
Labeling for Drugs for Human Use) for this initial submission.

We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign be
submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FD-2253 at the time of
their initial use.

Sincerely yours,

-

;152 97
Rdé;r L. Williams, M.D.

Deputy Center Director for Pharmaceutical Science
Center for Drug Evaluation and Research .
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Addendum to Review #3

ANDA 74-475

APPLICANT

Baker Norton Pharmaceuticals, Inc.
Attention: Edgar W. Mitchell, Ph.D.
4400 Biscayne Boulevard

Miami, FL 33137

DRUG PRODUCT Terfenadine Tablets USP

COMMENTS
Changes made in response to tentative approval letter are acceptable.

AMENDMENTS AND OTHER DATES
Amendment Date November 14, 1996
Telephone Amendment Date January 2, 1997

CONCLUSIONS AND RECOMMENDATIONS
Approvable, pending Review of the Patent Issues.

NOTE: In the ANDA, the firm provided a S.0.P (#0200.013) which stated
that the Q.A. verifies that materials/products which are covered by
USP/NF monographs are tested for the criteria specified in the
monograph. However, the firm was requested to provide a commitment to
comply with the current USP tests and specifications for terfenadine
raw material.

The firm provided revised specification and a certificate of analysis
for one of the batches of terfenadine (BNP lot #R60902-11) together
with a commitment to comply with the current USP tests and
specifications.

Updated specifications for the active drug substance, terfenadine,
comply with USP 23, Supplement 4.

REVIEWER: DATE COMPLETED:
U. Atwal December 2, 1996
Reviseqd: January 2, 1997
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s CHEMISTRY REVIEW NO 3 2. ANDA 74-475

3. NAM DRESS OF APPLICANT
Baker Norton Pharmaceuticals, Inc.
Attention: Jane Hsiao, Ph.D.

8800 Northwest 36th Street
Miami, FL 33178

LEGAL BASIS FOR SUBMISSION Seldane® of Marion Merrell Dow

4

5. SUPPLEMENT (s) N/A
6.; PROPRIETARY NAME N/A
7.4
8

NONPROPRIETARY NAME Terfenadine Tablets USP

SUPPLEMENT (s) PROVT PROVIDE(s) FOR: N/a
9.7 AMENDMENTS AND’ OTHER DATES:

February 25, 1994 Date of application.

September 2, 1994 CMC/label NA letter

October 25, 1994 CMC/label amendment

November 16, 1994 Bio NA letter

December 16, 1994 Bio amendment

February 2, 1995 CMC/label NA letter

June 5, 1995 CMC/label amendment; this review

10. PHARMACOLOGICAL CATEGORY Antihistamine 11. Rx or OTC Rx
12. RELATED IND/NDA/DMF(s)

13. DOSAGE FORM oral tablet 14.POTENCY 60 mg

15. CHEMICAL NAME AND STRUCTURE [
Terfenadine USP c.H,,NO,; M.W. = 471.68 |
a=(p-tert-Butylphenyl)-4- (hydroxydiphenylmethly) -
-1—p1per1d1ne-butanol CAS [50679-08-8]) <:>__<:>

16. BECORDS AND REPORTS N/A
17. COMMENTS All‘chemistry issues are adequately addressed.

18. CONCLUSIONS AND RECOMMENDATIONS z\pproval pending EER
pending lablelng

19. REVIEWER: Jon E. cl ark DATE COMPLETED: June 22, 1995

cc: ANDA 74-475
DUP Jacket
Division File
Field Copy

Endorsements: L;fé:é£~/£f‘ 23535 yk'” ﬁﬂS

HFD-623/J. Clark/ a5 3
HFD-623/R. Kishore, PhD./ A< \(,5 ¥

X: \WPFILE\BRANCHl\CLARK\N74475R2 MM
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PATIENT INFORMATION

Terfenadine Tablets USP
60 mg
This loaflet is a y of imp P about Be sure © ask your

mimmwmambmm

‘What is Terfenadine and What ls it Used For?

Mbmm h:mummammum
y nose, g. isching of the nose or throat, and icy,

have not effect in

relieving of the common coid.

How Do | Take Terfenadine?

+  Take terfanadine onfy as neaded when you have symptoms of seasonal
allergy or hay fever.

* The rad dose of is one Lablet taken twice a day.
DO NOT TAKE MORE OFTEN THAN ONE TABLET EVERY TWELVE HOURS

+ Follow any other instructions your docior gives you.

What Are The important Warnings About Using Terfenadine?

OR

YALK'IOVDURDOCTMBEFOREVDUUSETERFENM)INE_

Do not use with any other iption of nonp hicines without first
taking to your doctor and
lmm.mmemm,ammmm
while using ferenadine, contact your dockor. 1001024 REV 8502

PATIENT INFORMATION
Terfenadine Tablets USP

mg _
This leaflet is 3 summary of about
dwiwhnwmumumme
What is Taclenadine and What s & Used For?
Terfonadine is an antihistamine. ) is used 10 relieve symploms of seasonal allergies of hay
feveer. Thesa syragloms include runny hose, sneazing, iching of the nose or thraal, and ilchy,
walery eyes.
Clinical studies conducied 0 date with lerk have not . in
rolieving the symploms of the common cold.
How Do { Take Tertenadine?
+ Take terfenading only as needed when you have symploms of seasonal
ﬂorgynthyiwer
= The recommended dose of terfanadine is one tablet taken twice a day.
00 NOT TAKE MORE OFTEN THAN ONE TABLET EVERY TWELVE HOURS
« Follow ary other instructions your doctor gives you.
What Are The kmportant Warnings About Using Terfenadine?
WARNING: 0O NOT USE TERFENADINE i YOU ARE USING KETOCONAZOLE (NZO-
HAL), TTRACONAZOLE (SPORANOX), ERYTHROMYCIN, CLARITHROMYCHN (BIAXIN),
OR TROLEANDOMYCIN (TAO). IF YOU HAVE ANY LIVER OR HEART PROBLEMS,
TALK YO YOUR DOCTOR BEFORE YOU USE TERFENADINE.
Do nol use with any other iption or dicines without first
talking %0 your doctor and pharmacist.
¥ you fainl, become dizzy, have any unusual heartbeats, or any other unusual symploms
whila using tesfenadine, contact your docior. 1001024 REV 9502

Be sure 10 ask your

fi
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f you become pregnant of are nursing a baby, tak fo your doctor about
whather you shoulid take terfenading. Your doctor will decide whether you
shouid take terfenadine based on the benefits and the risks.

Whiat Are the Risks of Using Terfenadine?

The side effects which ocour most often are headaches and mild stormach or
In rafe cases, terfenading has caused  IRREGULAR HEARTBEATS which
may cause serious problems ke fainting, dizziness, cardiac arrest, or death.
In these rare cases, this occurred when terfenading was taken:

= in more than the do not take more often

- with the antifungal drugs k [y } or b
ycin (Biaxin), or

+ with the antibiob

« by patients with serious fver disease.

How Do | Store Terfenadine?

Terlenadine should be stored in a tightly closed container, in a cool place, out
of direct sunlight.

1t should be kept away from children.

Patient irdormation as of February 1995

Manutactured by

Y Baxer NORTON

A PHARMACEUTICALS, INC®

Miami, FL 33178 L001024 AEV 9502

“a

¥ you become pregnant or ane nursing 2 baby, talk to your doclor about
should take terfenading based on the benefits and the risks. -
What Are the Risks of Using Terfenadine?
mﬁummwnns!wmmhemwmﬁdmmu
intestinal problems.

in rare cases, lerfenadine has caused  {RREGULAR HEARTBEATS which
may cause serious problems Wk fainting, dizziness, cardiac amrest, of death.
In these rare cases, this occurmed when terfenadine was taken:

+ in more than the do not take more often

« with the antifungal drugs & o { ) of H
« with the iotic drugs ery wein, ycin (Biaxin), or

[TAO):
+ by patients with serious liver disease.

How Do | Store Terfenadine?

Yerfenadine shoukd be siored in a tightly closad container, in a cool place. out
of direct sunipht.

1t should be kept away from chikcen.

Patient Information as ot February 1395

Manufactured by

XBAxanomou

PHARMACEUTICALS, #NC®

Miami, FL 33178 1001024 REV 8502
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PATIENT INFORMATION

Terfenadine Tablets USP
60 my
This leallet is a summary of i ko about Be sure 1o ask your

Mlmmwmumbtmwme

What is Terlenadine and Whet is & Used For?

m-.mm Wis used io refieve symploms of seasonal allergies of hay
)y nose, g, dching of tha nace of tiwoat, and ichy,

Clinical shuSies 1o date with have not

rebeving the symplores of the common cold.

How Do { Taka Tertenadine?

= Taka terienacine only as needed when you have sympioms of seasonal
slergy or hay fever.

+ The recommended dose of terlenadine is one tablet taken twice a day. B
DO MOT TAKE MORE OFTEN THAN ONE TABLET EVERY TWELVE HOURS

+  Follow any other instructions your docior gives you..

‘What Are The About Using Te

WARNING: mmmmtmmmmmm

RAL), TRACONAZOLE (SPORANCX), ERYTHROMYCIN, CLARITHROMYCIN (BIAXIN),

OR TROLEANDOMYCIN (TAD). IF YOU HAVE ANY LIVER OR HEART PROBLEMS,

TALK TO YOUR DOCTOR BEFORE YOU USE TERFENADINE.

Do not use with any ofher igtion of ipb ines without firsy

tadking 10 your doctor and pharmacist.

¥ you faint, become dizzy, have any unusual heartbeats, of any other unusual symploms

il ssing teronadine, conkact your docko. 1001024 REV 9502

-

PATIENT INFORMATION

Terfenadine Tablets USP
60 mg .
This jeafet is a y of i about . Be sure 10 ask yous

mlmmnmamhm"m
What is Terlonadine and Whet fs R Usedt For?
Terionadioe is an aniihistaming. i is used % relieve symploms of seasonal allerpies of hay
fever. Thess symploms incide nunny nose, sneezing, iching of the nose or thoat, and ichy,
walery eyes.
Clinical studies 0 date with have not d the in
reliaving the symptoms of the common coid.
How Do § Take Yertenadine ?
< Take terfonadine only as nseded when you have symptoms of seasonal
ahorgy or hay Seves.
«  The cecommanded dose of teclenadine is one tablel taken twice a day.
DO NOT TAKE MORE OFTEN THAN ONE TABLET EVERY TWELVE HOURS
< Follow any other nsuctions your docior gives you.
What Are The About Using
WARNING: MMMMFWMMKWOLE
mmmmﬁgmmﬂmm
OR TROLEANDOMYCIN (TAO). IF YOU HAVE ANY LIVER OR HEART PROBLEMS,
BEFORE YOU USE TERFENADINE.

TALK TO YOUR DOCTOR

Da fot use tecies with any othex pi phion of nonp iptic without frst

talking 10 your dactor snd 3

lpuh?nmdunmnuwdmms.amymummdsm

‘weuqu‘aﬁn‘mmmw. L001024 REV 9502
e Do v -



nywbewmepmgmmuvenushgnbaw.hlioywrdodofaboul
whether you should take tedenadine. Your doctor will decide whether you
should take terfenadine based on the benefits and the risks.

What Are the Risks of Using Terfenadine?

The side effects which occur most ofien are headaches and mild stomach or
intestinal problems.

In rare cases, terlenadine has caused  IRREGULAR HEARTBEATS which

in these rare cases, this occurmed when terdenadine was taken:

* in more than the ded dose ( ber, do nol take more often
than one tablet every tweive hours.};

« with the antifungal drugs & { ) or h
(Sporanox);

« withthe iotic drugs ery wein, dlarithromycin (Biaxin), o
troleandomycin (TAO),

« by patients with serous liver disease.

How Do 1 Store Terfenadine?
Tertenadine should be stored in a tightly closed container, in a cool place, out
of direct suriight.
& should be kept away from children.
Patient tnformation as of February 1935
Manutactured by
Xnmnmt.lml-
Miami, FL 33178 1001024 AEV 9502
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«ywbaconwprwﬂovarenlshgababy.mmywrdoqmm
whether you should take terfenadine. Your docior wilt decide whether you
should take terfenadine based on the benefits and the risks.

What Are the Risks of Using Terfenadine?

The side effects which occur most often are headaches and mild stomach or
intestnal problems.

In rave cases, terfenadine has caused  IRREGULAR HEARTBEATS which
mmmmwmmmx arrest, oc death.
In thess rare cases, this ocourred when terlenadine was taken:

« in more than the ded dose (f do not take more often
than one tablet every twehve howrs.);

« with the antifungal dnugs & e (! ) or i .
{Sporanox).

= withthe iotic drugs ery ycil ycin (Biaxin), of
wolsandomycin (TAO),

« by patients with serious liver disease.

How Do ! Store Tertenadine?

Tertonading should be stored in a ightly closed container, in a cool place, out
of direct sunlight.

i should be kept away from children.

Patient Information as ot February 1995
Manutactured by
X Basez Nosrou.
iami, FL 33178 Lo01024 REV 9502
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PATIENT INFORMATION

Terfenadine Tablets USP
60 mg
This leaflet is a ol L about Be sure 10 ask your

doctor if you have any questions or want fo know more.

‘What is Terfenadine and What ls & Used For?

Terionading is an antihistamine. i is bed lo refieve symptoms of seasonal allergies of hay
fever. These sympioms include runny nose, tneezing, iching of the nose or Throat, and ichy,

d 1o dale with have not h in
relieving the Symptonms of the comeon cokd.
How Do 1 Take Terfenadine?
+ Take rienadine only as needed when you have symploms of saasonal
ﬂuwevhaybvu
. dose of 8 one tablet taken twice aday.
DO’”TTAKEIDREOFI‘ENTHANONEYABLETEVERVTWELVEM
« Follow any other insirucions your doctor gives you.

What Are The About Using T4 -
WARNING: wmwzm&rmmmmm
RAL), ITRACONAZOLE (SPORANOX), ERYTHROMYCIN, CLARITHROMYCIN (BIAXINY,

OR TROLEANDOMYCIN {TAD). IF YOU HAVE ANY LIVER OR HEART PROBLEMS,
tummnmmmmussmam
Do nol use manyn'-u 0 or

talking o your doctor and

without st

- ¥ you faini, become dizzy, have any unisual heartbeats, or any other unusual symploms.

1001024 REV 9502
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PATIENT INFORMATION

Terfenadine Tablets USP

60 mg

This leaflet is a summary of i L about
mlmmwmumnmm -
What s Terfenadine and What is it Used Fer?

Terlonadine is an antihistamine. lnwhﬁmdmﬂmam
fever. These symploms include runny nose, snoezing, iching of the nose of throat, and ichy,

Be sure W0 ask your

have not L n

= Take wrienading only as needed when you have symploms of seasonal
alagyernqlwu

. d dose of terk is one tablet taken twice a day.
‘DOWTTAKEIDREOFTEN“MNONETABLETEVERYTWELVEHOURS

*  Follow any other insructions yous GOCION Qives you,

Whet Are The buportant Warnings About Using Tecenadine?

WARNING: DO NOT USE TERFENADINE IF YOU ARE USING KETOCONAZOLE (NIZO-

RAL), STRACOMAZOLE (SPORANGX), ERYTHROMYCIN, CLARITHROMYCIN (BLAXIN),

OR TROLEAMDOMYCIN (TAD). I YOU HAVE ANY LIVER OR HEARY PROBLEMS,

TAL.K‘I'OWWIEFOREVDUUSE'IBFENADWE

Do not use lerlanadine with any other LY

talking 10 your doctor and pharmacist.

¥ you taint, become dizzy, have any unusual hearbbeats, or any other urwsual symptoms

whde using lerlenacing, contact your doctor. L001024 REV 9502

veithout first




¥ you become pregnant or are nursing a baby, tak to your doclor about
whether you should take terlenadine. Your doctor will decide whether you
should take terlenadine based on the benefits and the risks.

What Are the Risks of Using Terfenadine?

The side effects which oocur most often are headaches and mild stomach or
intestinal problems.

In rare cases, terfenadine has caused  IRREGULAR HEARTBEATS which

may cause Serious p ke fainting, i cardiac afrest, or death.

In these rare cases, this occurred when terfenading was taken:

« inmore than the d dose (R do not take more olien
mnmme!mymho\ns)

< with the antifungal drugs { } or k
(Sporanax);

« with the antibiatic drugs ery yor i ycin {Biaxin), or
woleandomycin (TAO};

« by Ratients with serious liver disease.

How Do | Store Terfenadine?

Terfenadine should be stored in a tightly clased container, in a cool place, oul
of direct sunkight.

H should be kept away from children.
Paﬁenthiurmaﬁmasoﬂ’ebwaryms

X BAKER Hom'ou
POATMACCUTICALS, NG

Miami, FL 33178 1001024 REV 9502
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I you become pregnant or are nursing a baby, tak to your doctor about
whether you should take terlenadine. Your doctor will decide whether you
should take terfenadine based on the benefits and the risks.

What Are the Risks of Using Terfenadine?

The side effects which occur most often are headaches and mild stomach or
infestinal problems.

In rare cases, terdlenadine has caused IRREGULAR HEARTBEATS which
may cause serious problems ke fainting, dizziness, cardiac arvest, or death.
In these rare cases, this occurred when terienadine was laken:

+ inmore than the ded dose (R ber, do not take more often
than one tablet every twelve hours.);

= with the anitungal (Nizoral) or i -
(Sporanax);

« with the antibiotic drugs ery ycin, clari yein (Biaxin), or

(TAO):
« by patients with serious liver disease.
How Da | Store Terfenadine?
Terfenadine should be stored in a tightly closed container, in a cool place, out
of direct sunfight.
1t should be kept away from chiidren.
Patient information as of February 1995

Manutactured by
xm:nﬂomon
PHARMACEUTICALS, INC*

Miami, FL 33178 L001024 REV 8502
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PATIENT INFORMATION

Terfenadine Tablets USP .
60 mg B
This keafiet is a of L hon abaout Be sure 10 ask your

dactor # you have ary questions or want 1o know more.

What is Terfenadine and What is Xt Used For?

Tevienadine is an antinistamine, & is used to rekeve symploms of seasonal akiergies or hay
mrmmmmm‘m.muumumwm
walery eyes. .
Clinical studies o date with have not 4 $in
rekieving the symploms of the common coid.

How Do [ Take Terfenadine ?

»  Take terfonading only as needed when you have symploms of seasonal
allergy or hay laver.

The dose of hne is one ablet taken twice a day.

DO NOT TAKE MORE OFTEN THAN ONE TABLET EVERY TWELVE HOURS

What Are The lmp About Using
WARNING: DO NOT USE TERFENADINE IF YOU ARE USING KETOCONAZOLE (MIZO-
RAL), [TRACONAZOLE CLARITHROMYCIN (BLAON),

{SPORANOCX), ERYTHHOMYCIN,
OR TROLEANOOMYCIN (TAQ). W YOU HAVE ANY LIVER OR HEART PROBLEMS,

Do not use lerfentadine with any oiher or Pt nes without first
taking 10 your doctor and ist. :
ummmmmwmmawmmm
while using lerfenadine, contact your doctor. 01024 REV 9502

N
Y -
d

[ ]

PATIENT INFORMATION
Terfenadine Tablets USP

60 mg

This leafiet is a summary of imo ’ ion about terl
docior # you have any questions or want 10 know more.
What is Terfenadine and What 1s it Used For?
Terienadine 15 an antivstaming. 1t is used to reheve symploms of seasonal allergies or hay
tever. These sympioms include curery nose, sneezing, fiching of the nose of #woat, and itchy,

watery eyes.
Clinicad siuches condy 0 date with have not

Be sure % ask your

= Take terfenadine only a3 needed when you have symptoms of seasonal
alergy or hay dever.
= The recommended dose of lerfonadine is one tablet taken twice a day.
DO NOT TAKE MORE OFTEN THAN ONE TABLET EVERY TWELVE HOURS
‘What Are The & L About Using Terk ?
WARNING: DO NOT USE TERFENADINE I YOU ARE USING KETOCONAZOLE (NIZO-
RALJ, [TRACONAZOLE (SPORANQIX), ERYTHROMYCIN, CLARITHROMYCIN (BIAXIN),
OR TROLEAKDOMYCIN (TAO). F YOU HAVE ANY LIVER OR HEART PACBLEMS,

TALX TO YOUR DOCYOR BEFORE YOU USE TERFENADINE.

Oo nat use lerienadine with any other prescription or ipli bcines without first
tadking o your doclor and 3
lmymmy,mmmﬂmwmesm
while using terienadine, contact your doctor. 1001024 REV 9502




ff you become pregnant or are nursing a baby, talk 1o your doctor about

whether you should take terfenadine. Your doctor will decide whether you

should take terfenadine based on the benefits and the risks.

- What Are the Risks of Using Terfenadine?

The side eflects which occur most often are headaches and mild stomach or

intestinal problems.

in rare cases, terfenadine has caused  IRREGULAR HEARTBEATS which

may cause sefious problems kke fainting, dizziness, cardiac amest, or death.

In these rare cases, this occured when lerfenadine was taken:

« in move than the d dose (R do not take more often
than one tablet every twelve hours.);

(Ni ) or i

+ with the antibiotic drugs erythromycin, dlarithomycin (Biaxin), or

}
§.
3
]

How Do | Store Terfenadine?
Terfenadine should be stored in a tightly closed container, in a cool place, out
of direct suniight.
It should be kept away from children.
Patient Information as of February 1995
Manufactured by

BAkER Nono-‘vca

PHARMACEUTICALS, INC*

Miami, FL 33178 L001024 REV 9502

I you become pregnant or are nursing a baby, tak to your doctor about
should take terlenadine based on the benefits and the risks.

What Are the Risks of Using Terfenadine?

The side efiects which occur most often are headaches and mild stomach or
in rare cases, terlenadine has caused  IRREGULAR HEARTBEATS which
may cause serious problems ke fainting, dizziness, cardiac arvest, or death.
In these rare cases, this occurved when terfenadine was taken:

+ in more than the ded dose (R do not take more often
than one tablet every twelve hours.);

= with the antifungal drugs h {Nizoral) or i k
(Sporanox};

* with the iotic drugs erythromycin, clarithromycin (Biaxin), or
troleandomycin (TAO);

« by patients with serous liver disease.

How Do | Store Yertenadine?

Terienadine should be stored in a tightly closed container, in a cool place, out
of direct 3

h should be kept away from children.

Patient Information as of February 1995

Mantactured by

Y Baxner NORTON

A PHARMACEUTICALS, INC®

Miami, FL 33178 1001024 REV 9502
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PATIENT INFORMATION
Terfenadine Tablets USP

60 mg

This feaflet is a summary ot i [ bon about
docior ¥ you hawve any questions or want 10 know more.
‘What is Terfenadine snd What is it Used For?
Terfonadine i an anShistamine. # is used 10 rsleve symploms of seasonal allergies of hay
fever. These symploms inchude rnny NOGe, sneezing, isching of the nose or iwoat, and icty,

Be sure 10 ask yowr

d 10 daie with tacke have not flech n

Chinical studies conch
refieving the symploms of the common cold.
How Do [ Take Terfeaadine?
- Take terfonadine only as nsadad when you have symptoms of seasonal
allergy or hay fever.
+« The dose ol terk is one tablet taken twice a day.
DO NOT TAKE MORE OFTEN THAN ONE TABLET EVERY TWELVE HOURS
+  Follew any other instructions your docior gives you.
What Are The About Using
WARNING: DO NOT USE TERFENADINE IF YOU ARE USING KETOCONAZOLE (NZO-
RAL), ITRACONAZOLE (SPORANOX), ERYTHROMYCIN, CLARITHROMYCIN (BIAXIN),
OR TROLEANBOMYCIN (TAO). IF YOU HAVE ANY LIVER OR NEART PROBLEMS,
mmmmoawonevouu&mmwa
Do oot use with any olher L o nongX without first
taking 10 your doctor and phanmacist.
¥ you laint, become dizzy, have any unusual heartbeats, or any other unusual symploms
while using lerfenadine, contact your doctor. L001024 AEV 9502

PATIENT INFORMATION
T“?ﬁenadine Tablets USP

This leaflet is a summary of i i on ahout
doctor i you have any questions or want 10 know more.
What is Terfenadios and What ts & Usad For?
Terfenadine & an antihislamine. It is used 10 relieve symptoms of seasonal allergies or hay
fever. These symploms include runity nose, sneezing, iching of the nose or throat, and itchy,
walery eyes.
Ciinical studies
relieving the symploms of the common cold.
How Do | Taka Terfenadine?

« Take terlenadine only as needed when you have symptoms of seasonal
allergy of hay fever.
+ The recommended dose of terfenadine ic one tablet taken twice a day.
DO NOT TAKE MORE OFTEN THAN ONE TABLET EVERY TWELVE HOURS
+  Follow any other instructions your dockx gives you.
What Are The im ings About Using Tert i
WARNING: DO NOT USE TERFENANNE F YOU ARE USING KETOCONAZOLE (NZO-
ML).ITRAOO“AZOLE(SPOHANM. ERYTHROMYCIN, CLARITHROMYCIN [BLAXIN),
OR TROLEANDOMYCIN (TAD). IF YOU HAVE ANY LIVER OR HEART PROBLEMS,
TALK YO YOUR DOCTOR BEFORE YOU USETERFENAD'NE
Do not use lerfenadine with any other p ol
aking fo your doctor and pharmacist.
¥ you fint, become dizzy. have any urusual heartheats, o any other unusual Symploms
o sing terlnadine, contacl your doclar. 1001024 REV 9502

Be sure 10 ask your
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if you become pregnant or are nursing a baby. tak o your doctor about
whether you should take terlenadine. Your doctor will decide whether you
shouid take dine based on the benefits and the risks.

What Are the Risks of Using Terfenadine?

The side effects which occur most often are headaches and mild stomach or
intestinal problems.

In rare cases, terfenadine has caused IRREGULAR HEARTBEATS which
may cause serious problems like fainting, dizziness, cardiac arest, or death.
In these rare cases, this occured when terfenadine was taken:

= in more than the dose (R ber, do not take more often

«  with the antifungal drugs 25 (Nizoral) or i b
< with the Notic drugs ery ycin, clari ycin (Biaxin), or

* by patients with serious liver disease.

How Do | Store Terfenadine?

Terfenadine stjould be stored in a tightly closed container, in a cool place, out
of direct suniight.

It should be kept away from children.

Patient information as of February 1995

Miami, FL 33178 L001024 REV 502

Iif you become pregnant or are nursing a baby, tak to your doctor about
whether you should take terfenadine. Your doctor will decide whether you
should take terfenadine based on the benefits and the risks.

What Are the Risks of Using Terfenadine?

The side effects which occur most often are headaches and mild stomach or
intestinal problems.

In rare cases, terignadine has caused  IRREGULAR HEARTBEATS which
may cause serious problems like fainting, dizziness, cardiac amrest, or death.

In these rare cases, this occurred when terfenadine was taken: &

+ in more than the dose (R do not take more often :& -
than ona tablet every tweive hours.); g

- with the antitungal drugs ketoconazole (Nizoral) or firaconazole H
{Sporanox). 3

+ with the antibiotic drugs erythromycin, clasithromycin (Biaxin), or
troleandomycin {TAO);

+ by patients with serious Hiver disease.

How Do | Store Terfenadine?

Terfenadine should be stored in a tightly closed container, in a cool piace, out

of dwect sunlight.

1t should be kept away from children.

Patient information as of February 1995

Manutactved by

XBAx:nNomou

PHARMACEUTICALS, INC*
Miami, FL 33178 1001024 REV 9502
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PATIENT INFORMATION
Terfenadine Tablets USP

60 mg

This leaflet iz a y of information about tere: Be sure o ask your

doctos i you have any questions ar want & know more.
What is Terlenadine and What is X Used For?
Terfonadine & an anthistamine. 1t is used 1o relieve symploms of seasonal allergies or hay

fever. These symploms include runny nose, sneezing, faching of the nose of throad, and ilchy,

walery eyes.

c&wmmnmﬂh have not ioct in

refieving the sympioms of the common cokd.

How Do  Take Terfenadine?

*  Take terienadne only as needed when you have symptoms of seasonal
Mmhﬂ/bv«.

. dose of terk ine is one tablet taken twice a day.
DOHOTTAKEIO”EOFTBJTHAHONETABLETEVERYTWELVEHOURS

= Follow any other instructions your JOCtor gives you.

What Are The imp About Using

WARKING: MW&MFWMEMWMM

RAL), TRACONAZOLE (SPORANCY), ERYTHROMYCIN, CLARITHAOMYCIN (BIAXIN),

OR TROLEANDOMYCIN {TAO). F YOU HAVE AMY LIVER OR KEART PROGLEMS,

TALK YO YOUR DOCTOR SEFORE YOI USE TERFENADINE.

mndmwnm-qmw«wwmww

{aking 1o your docior and pharmacist.

¥ you faint, become dizzy, have any urwsual heartbeats, or any other unusual symploms.

whie using lernadin, contadt you dock. 001024 REV 9502

PATIENT INFORMATION
goedenadine Tablets USP

This leaflet is a y of i ink about
Mimmmmwuﬂhmm
What ia Terfenadine and Wit i & Used For?

Be sure 1o ask your

mnsmm ¥ is Ubed Ko relieve Symploms of seasonal allergies or hay
fever. These W nosce, ing, iiching of the nosa or throat, and ichy,

waalory oyes.

Clinical studies © dete with have not o fiect n

redieving the symploms of the ommon cold.

«  Taka tarlenadine only a5 noaded whan you have symgloms of seasonal
aflergy or hay fever.

+ The doge s one tablet taken twice a day.
DO NOT TAKE MORE OFTEN THAN ONE TABLET EVERY TWELVE HOURS

Whet Are The img 8 About Using
WARNING: DO NOT USE TERFENADINE IF YOU ARE USING KETOCONAZOLE (NZG-

RAL}, (TRACONAZOLE (SPORANOX), ERY THROMYCIN, CLARITHAOMYCIN {BIAXIN),
OR TROLEANDOMYCIN (TAO). F YOU HAVE ANY LIVER OR HEART PROBLEMS,
tummnommmmusetm

Do not use terenadine with any other prescry .3 ines without frst
talking 10 your dockar and pharmacisi.

¥ you faint, become dizzy, have sny unusual hearteats, or any other unusual symplams.
while using terlenading, contact your dockx, 1001024 REV 8502
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¥ you become pregnant Or e nwsing a baby, tak 10 your doctor about
whether you should take terfanadine. Your doclor will decide whether you
should take terienadine basad on the benefits and the risks.

What Are the Risks of Using Terfenadine?

The side effects which accur most often are headaches and mild stomach or
In rare cases, terfenadine has caused  IRREGULAR HEARTBEATS which
may cause serious problems like fainting, dizziness, cardia¢ arrest, or death.
In thesa rare cases, this occurred when tedenadine was taken:

« n morethan the dose (R ber, do not take more often

« with the antifungal drugs de (Nizoral) or i
« with the antiblotic drugs erythromycin, clart

ycin {Biaxin), or

« by patients with serious liver disease.

How Do { Store Terfenadine?
Todenadnes!uldbeslmdnlugmydusedoonm in a cool ptace, out

of direct sunlight.
it should be kept away from children.

Patient Information as of February 1995

Manutactured by

XBAKEII NowrrTon
PHARMACEUTICALS,
Miami, FL 33178 L001024 REV 9502

¥ you become pregnant o are nursing a baby, tak 10 your doctor about
should take terenadine based on the benefits and the risks.

What Are the Risks of Using Terfenadine?

The side effects which octur most often are headaches and mild stomach or

intestinal problems.

hmcases,m(ev\atﬁmhasa\sed IRREGULAR HEARVBEATS which

may cause sefious probk ke tainting, i cardiac amest, or death.

hmesemenses,msmmedmnmbnadmmmn

* in more than the ded dose (R ber, do not take more often
than one tablef every twelve hours.};

« with the antifungal drugs h e } o i b
(Sporancx);

» with the antibiotic drugs ery yei ycin (Biaxin), or
troleandomycin (TAD):

« by patients with serious fiver disease.

How Do | Store Terfenadine?
Terienadine should be stored in a tightly clased container, in a cool place, out
of direct sunkight.
1 should be kept away from chidren.
Patient Information as of February 1995
Manutactured by
x ™

PHARMACEUTICALS, TNC®

Miami, FL 33178 1001024 REV 9502
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PATIENT INFORMATION

Terfenadine Tablets USP

60 mg

This lasflet is a y of i inlormation about Be sure © ask your

doctor # you have any quesiions of want 10 know more.

Whet is Terfenadine and Whet is & Used For?

Terfenading is an antihistamine. i used 10 relieve symploms of seasonal allergies or hay
fever. These sywptoms inciude runey nose, sneezing, iching of the nose of throat, and ichy,

walery eyes.
Clinical siudies conckicted 10 date with bk have nct ofieckh in
the of the common cokd.

. Tmmmammmmmum
uawormymev

. dose of . zsoasuslelmnmaduy
WMTMWEWWMTME@W&EW

»  Follow any other instructions yo doctor gives you.

RAL), ITRACONAZOLE (SPORANCIX), ERVTHROMYCIN, CLARITHROMYCIN {BIAJIN),
OR TROLEANDOMYCIN (TAQ). F YOU HAVE ANY UVER OR HEART PROBLEMS,
TALK TO YOUR 0OCTOR BEFORE YOU USE TERFEWIE.

Do not use with any olher pi iption of o ines withoul ficst
uh\ghmmmwm

¥ you faint, become dizzy, have any unusisal heanbeats, or any olher unusu symploms
while using terlenadina, contact your doctor.

1001024 REV 9502

PATIENT INFORMATION

Tertenadine Tablets USP
This 2‘% [ 1] y of & ¥ about terke Be swre 1o ask your

wlmqumuwﬂbhnwm

What is Terfersadine and Wikt is & Used For?

Terlenading is an sntihistamine. W ie used 10 religve symptoms of seasonal allergies oc hay
foves. These sympioms include runny rose, sheezing, iiching of the nose o« #woat, and ichy,
wilery eyes.

Clinical shuSes 10 dale wilh
refiving the sympioms of the common cokd.
How Do [ Take Tertenadine?

+ Take ledenadine oniy as needad when you have symploms of saasonal
u.ruvolhaybvu

. d dose of terk i5 one tablet taken twice a day.
DONOY?MEHWEOFTB‘MD'ETABLETEVEMW&VEWS

» Follow any other instructions your docior gives you.

What Are The imp Wi About Using

WARMING: ooumussrzmmmermumemlaooouzmmzo

RAL), STRACONAZOLE {SPORANOX), ERYTHROMYCIN, CLARITHROMYCIN (BIAXIN},

OR TROLEANDOMYCIN (TAD). IF YOU HAVE ANY LIVER DR HEART PROBLEMS,

rummomnmmmm

Do nat use lerfenadine with any other iption or ines without fiest

taking %0 your docior and pharmacist,

# you &aint. become dizzy, have any unusual heartbeats, or any other unusual symptoms

while using terfenadine, contact your daclor. L001024 REV 9502

have not de stfect; n




i you become pregnant or are nursing a baby, talk to your doctor sbout
whether you shoukd take terfenadine. Your doctor wil decide whether you
should take terfenadine based on the benefits and the risks.

What Are the Risks of Using Terfenadine?

The side etiects which occur most often are headaches and mild stomach of

intestinal problems.

n rare cases, lerlenadnehascaused {RREGULAR HEARTBEATS which

mag cause Sefious P ke tainting, dizzk cardiac arrest, or death.

In these rare cases, this occumed when lerlenadine was taken

+ in more than the d dase {F ber, do not take more often
than one tablet every twelve hours.)

«  with the ngal drugs e { } ot k
(Spocanox);

- with the antibiotic drugs ery ycin, clarithromycin (Biaxinj, of
roleandomycin (TAQ);

« by patients with serious hiver disease.

How Do | Store Teftenadine?

Terfenadine should be stored in a tightly closed container, in 2 cool place, out
of direct suniight.

It should be kept away from chikiren.

Patient Information as gt February 1995

Miami, FL 33178 1001024 REV 9502

nyoubewmpfegrmormmnmababyukbyourmmn
whether you should take terdenadine. Your dactor will decide whether you
should take terfenadine based on the benefits and the risks.

What Are the Risks of Using Tecfenadine?

The side effects which ocour most often are headaches and mild stomach or

intestinal problems.

in rare cases, terfenading has caused 1RREGULAR HEARTBEATS which

may cause serious problems like fainting, dizziness, cardiac amest, or death.

in these rara cases, mssocwnedwhenledenadmwasmu

* in more than the ded dose (R bet, do not lake more often
than one tablel every tweive hours.}.

« with the antifungal drugs ( f) or
{Sporanox};

= with the iotic deugs efy ycin (4 yein (Biaxin), or
troleandomycin (TAO);

+ by patients with serious liver disease.

How Do 1 Store Terfenadine?

Terlenadine should be stored in a tightly closed container, in a cool place, ot
of direct sunhight.

1t should be kept away from children.

Miam, FL 33178 1001024 REV 9502
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PATIENT INFORMATION
Terfenadine Tablets USP
60 mg
This leaflet is a summary of & i about Be sure 1o ask your
domlpuqumsorwlblwwm
What is Terfenadine snd What Is & Used For?
Terenadine is an antihistamine. i is used 1o relleve symptoms of seasonal allergaes or hay
fever. These symploms include Funny nose, sneezing, iching of the nose or throat, and iichy,
watery eyes.
Clinical studies d to date with
relieving the symploms of the common cold.
How Do | Teke Tertenadine?
«  Take terlenadine only as needad when you have symptoms of saasonal
nlefgyorhayiuver
. dosa of terfenadi one tablel taken twice a day.
DO NOT TAKE MORE OFI'EN‘I'HMC(NETABLET EVERY TWELVE HOURS
+ Follow any other instructions your doctor gives you.
What Are The About Using
WARMING: DONOTUSETERFENAD'EFVDUAREUSNGWE(HZO-
RAL), ITRACONAZOLE (SPORANOX}, ERYTHROMYCIN, CLARITHROMYCIN (BLAIN],
OR TROLEANDOMYCIN (TAO). #F YOU HAVELANY LIVER OR HEART PROBLEMS,
TALK TO YOUR DOCTOR BEFORE YOU USE TERFENADINE.
Do not use with any other PUion Or AOND ipb ines without first
tafking %0 your docior and pharmacist.
# you faint, become dizzy, have any unusual heartbeats, or any other unusual symptoms.
while using terdenadine, contact your doctor. L001024 REV 9502

have not etfacth n

PATIENT INFORMATION

Terfenadine Tablets USP
60 mg
This leaflet is 2 y of L ion about Ba sure 10 ask your

doctor i you have any questions or want 10 know more.

‘What is Terfenadine snd What Is & Used Foc?

Terfenadine is an anBihistamine. & is used K relieve symploms of seasonal allergies or hay
fever. These symptoms include runfy nosa, sneezing, ilching of the nosa or throat, and ichy,
walery eyes.

Clnical studies 1o date with ine have not in

refieving the symploms of the common cold.

How Do | Take Terfonadine?

»  Take terfenadine only as neaded when you have symptoms of seasonai
allergy of hay fever.

+ The dose 0! is one tablet taken twica a day.
DO MOT TAKE MORE OFTEN THAN ONE TABLET EVERY TWELVE HOURS

* [Follow any other instructions your dactor ghves you.

What Are The importand ings About Using 14

O,
OR TROLEANDOMYCIN (TAO). IF YOU HAVE ANY LIVER OR HEART PROBLEMS,
TALK TO YOUR DOCTOR BEFORE YOU USETEFBMDI'E.

- Donctuse with any other L of nonp ines without first

taking 10 your doctor and pharmacist.
¥ you fainl, become dizzy, have any unisual heartbeats, or any other unusual symptoms
whil using fertenadine, contact your dociar 1001024 AEV 9502
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i you become pregnant of are mxsing a baby, tak to your doctor about

whether you shouid take terienadine. Your doclor will dacide whether you

should take terfenadine based on the benefits and the risks.

What Are the Risks of Using Terfenadine?

mmMMm’moﬁmumwMWa

infestinal problems.

in rare cases, terfenadine has caused  IRREGULAR HEARTBEATS which

may cause serious problems ke fainting, dizziness, cardiac arrest, of death.

in these rare cases, this oocurred when ferfenadine was taken:

« in more than the d dose (Remamber, do not 1ake more often
than one tablet every tweive hours.);

«  with the antifungal drugs kelaconazole {Nizoral) or itraconazole
«{Sporanox),

+ with the antibiotic drugs ery yCh ¥ wein (Biaxin), or
troleandomycin (TAO);

» by patients with serious liver disease.

How Do { Store Terfenadine?

Terlenadine shouki be stored in a tightly closed container, in a coof place, out

of direct sunlight.

h should be kept away from children.

Pauemlnbrmahon\sofFebmaryﬁes

XBAI(EII Nomou
PHARMALEUTICALS, INC®

Miarni, FL 33\78‘ 1001024 REV 9502
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#t you become pregnant o are nursing a baby, talk to your doctor about
whether you should take terfenadine. Your doctor will decide whather you
should take terfenadine based on the benefits and the risks.

What Are the Risks of Using Terfenadine?

The side eflects which occur most often are headaches and mild stomach or

intestinal problems.

in rare cases, tedenadine has caused  JAREGULAR HEARTBEATS which

may cause serious probl e fainting, cardiac armest, or death.

in these rare cases, this occurmed when terienadine was taken:

» in more than the d dose (R bet, do not take more often
than one tablet every twetve fours.);

+ with the antifungat drugs ‘e (Nizoral) or i
{Sporanox).

v withthe iotic drugs ery ycin (Biaxin), or
troleandomycin (TAO);

* by patients with serious liver disease.

How Do | Store Terfenadine?
Terfenadine should be stored in a tightly closed container, in a cool place, out
of direct sunght.
It should be kept away from children.
Patient information as of February 1995
Marwtactured by
X Bacs MosTon
PHARMACEUTICALS, INC*
Miami, FL 33178 L001024 REV 9502
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PATIENT INFORMATION

Terfenadine Tablets USP
60 mg
This leafletis a y of i about dine. Ba sure W ask your

doctor if you have any qmsumwlwwm
What is Terfenadine and What is & Used For?
Terlenading is an snthistamine. N is used to relieva symptoms of seasonal allergies or hay
fever. These symploms include sunny Noss, sneezing, iching of the nosa or hvoal, and iichy,
walery eyes.

Cin'dsmﬁs 10 daie with berk have not

How Do | Take Terfenadine?
- Take terfenadine only as neaded when you have symploms of seasonal
akergy or hay fever.
- The dose of is one lablel taken twice a day.
DO NOT TAKE MORE OFTEN THAN ONE TABLET EVERY TWELVE HOURS
« Follow any other instructjons your doctor gives you.
What Ars The Imp Wa About Using
WARNING: DO NOT USE TERFENADINE IF YOU ARE USING KETOCONAZOLE (NIZO-
RAL), ITRACONAZOLE (SPORANOX), ERYTHROMYCIN, CLARITHROMYCIN (BIAXIN),
OR TROLEANDOMYCIN (TAO). § YOU HAVE ANY LIVER OR HEART PROBLEMS,
TALK TO YOUR DOCTOR BEFORE YOU USETEHFENADNE
Do notuss with any other tion of nonpK JSicines without first
talking to your doctor and pharmacist
¥ you faint, become dizzy, have any unusual hearibeats, or any other unusual symploms
while using lerfenadine, contact your doctor. L001624 REV 8502

PATIENT INFORMATION
Terfenadine Tablets USP

60 mg
This leaflet is a sunmary of imp L about Be sure 10 ask your
doctor € you have any questions or want 1o know more.

‘What is Terfenadine and What is &t Used For?

Terlenading is an anthistamine. R is used 1o refieve symploms of seasonal allergies of hay
fever. These symploms include runny nose, sneezing, iiching of the nose or #hroat, and ilchy,

Clinical shudies 0 dats with have not i n

relieving
How Do | Take Terlenadine?
«  Take terionading only 25 neaded when you have symptoms of seasonal
nlevqyavmylawr
«  The recommended dose of terfenatine is one tablet 1aken twice a day.
DO NOT TAKE MORE OFTEN THAN ONE TABLET EVERY TWELVE HOURS
= Foliow any other instructions your doctor gives you.
What Are The important Wamings About Using Terfenadine?
WARNING: DO NOT USE TERFENADINE IF YOU ARE USING KETOCONAZOLE (NIZO-
RAL), (TRACORAZOLE (SPORANGX), ERYTHROMYCIN, CLARTHROMYCIN (BLAXIN),
OR TROLEANDOMYCIN (TAQ). F YOU HAVE ANY LIVER OR HEART PROBLEMS,
TALK TO YOUR DOCTOR BEFORE YOU USE TERFENADINE.
Do not use with any other [ or hcines without fest
taking fo your doctor and pharmacist.
¥ you faind, become dizzy, have any unusual heartbeats, o any other unusuadk symploms
while using ferlenading, contact your docior. Lo01024 REV 9502
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¥ you become pregnant of are mursing a baby, lak 10 your docior ahout
whether you should take terfenadine. Your doctor will decikie whether you
should take terlenadine based on the benefits and the risks.

What Are the Risks of Using Testenadine?

The side effacts which oocur most olten are headaches and mikd stomach or

intestinal problems.

in rare cases, terlenadine has caused lRREGULARHEARTBEATSM

may cause serous p ke tainting, dizzi cardiac arrest, or death.

In these rare cases, this octumed when terfenadine was taken:

= in more than the dose {F do not take more often
than one tablet every twelve hours.)

+ with the antifungal drugs k e (Ni; o i o
(Sporanox);

» withthe iotic drugs ery e i ycin (Biaxin), or

«  toleandomycin (TAO);

« by patients with serious liver disease

How Do | Store Terfenadine?

Terfenadine should be stored in a fightly closed container, in a cool place, out
of direct suniight.

It shouid be kept away trom childrer.

Patient information as of February 1995

Y Basen Nosron,

Miami, FL 33178 1001024 REV 9502
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¥ you become pregnant or are mursing a baby. tak io your docior about
should take terfenading based on the benefits and the risks.

What Are the Risks of Using Terfenadine?

The side effocts which occur most often are headaches and mikd stomach or

in these rare casas, this occuvred when terlenadine was taken:
« i more than the i doso‘. do not take more often

*  with the antitungal drugs & le (Nizoral) o itrac

« with the antibiotic drugs erythromycin, clarithromycin (Biaxin), or

. wmmmw&em

How Do | Store Terfenadine?

Tertenadine should be stored in a tightly closed comainer, in a cool place, out
of direct sunfight.

It should be kept away from children.
PmmmaﬁonasofFemwylsss

xmmﬂomou
PHARMACEUTICALS, INC*

Wiami, FL 33178 L001024 REV 8502
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PATIENT INFORMATION

Terfenadine Tablets USP
This Elget isa yoli i about Be sure 10 ask your

doctor i you have any qn‘msumuinnm
What ks Terfenadine and What ks & Used For?
Terlenading is an anthistanine. Iiwh@nmsdmmwh

fever. Thesa sy nciusde runny nose, . iiching of the nosa or throat, and iachy,
waiery eyes. .
Clinical studies conducied 1 dale with terfenadine have not d L in

relieving the symploms of the common cold.
How Do | Take Terfenadine?
» Take terlenadine only as needed when you have symptoms of seasonal
lh'wnrlny
. mmumsmwwmum
DO HOT TAKE MORE OFTEN THAN ONE TABLET EVERY TWELVE HOURS
< Follow any other instructions your docior gives you.
What Are The Important Wamings About Using Terlenadine?
WARNING: DO NOT USE TERFENADINE IF YOU ARE USING KETOCONAZOLE (NIZO-
m;mmmmmmm
OR TROLEANDOMYCIN (TAO). ¥ YOU HAVE ANY LIVER OR HEART PROBLEMS,
TALK TO YOUR DOCTOR BEFORE YOU USE TERFENADINE.
Donuusﬂevhmmllyuhe' iption or i dici
taking 10 your doctor and
Ilyouhm.boeormﬁzzy.lmemyuwﬁm or any other unusuat symptoms
whie using tereriad :“""md"“’ 1001024 REV 9502

without first

PATIENT INFORMATION N
Terfenadine Tablets USP ‘
60 mg

This losflet is a summary of @ L about
doctor i you have any questions or want lo know more.
What la Verfenadine and What Is & Used For?
Tertonadine is an ardihistamine. Rk is used lo relieve symptoms of seasonal allergies or hay
fover. These sympioms include runny noka, sneezing, iching of the nose or thoat, and iichy,

have not effect: n

Be sure 1o ask your

‘walery eyos.
Clinical studies conducied 1o date with
refieving the symploms of the common coid.
How Do ['Take Terfenadine?
» Take terfenadine only as neaded when you have symptoms of seasonal
allergy or hay fever.
+  The recommended dose of terlenadine is ona tahiet taken twice a day.
DO NOT TAKE MORE OFTEN THAN ONE TABLET EVERY TWELVE HOURS
Whet Are The Important Wamings Aboul Using Terlenadine?
WARNING: DO NOT USE TERFENADINE #F YOU ARE USING KETOCONAZOLE {NZO-
RAL). TTRACONAZOLE (SPORANOK), ERYTHROMYCIN, CLARITHROMYCIN (BIAXIN),
OR TROLEANDOMYCIN (TAO). F YOU HAVE ANY LIVER OR HEART PROBLEMS,
TALKTDMDOCTORBEFOREVOUUSETERFENAM

Do not use lerfenadine with any other or ip without first

i you faint, become dizzy, Mvemyumualhsavbeats or any othes tmusual symptoms
while using lerfenadine, contact your doctor. 001026 REV 9502
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if you become pregnant or are nursing a baby. tak 1o your doctor about
whether you should take ferfenadine. Your doctor will decide whether you
should 1ake terlenadine based on the benefits and the risks.
What Are the Risks of Using Terlenadine?
The side effects which oocur most often are headaches and mild stomach or
intestinal problems.
in rare cases, terlenadine has caused  WRREGULAR HEARTBEATS which
may cause serious problems ke tainting, dizziness, cardiac amest, or death.
In these rare cases, this occumed when lerfenading was taken: |
+ in more than the dose (R do nol take more often
hanmehuﬁmymmm)
< with the antifungal drugs la (Nizoral} or
{Sporanox);
« with the antibiotic drugs ery ycin, clarithromycin (Biaxin), or
troleandomycin {TAO);
. bypahomswnhsenousliverdisease
How Do | Store Terfenadine?
Tertenadine should be stored in a Sghtly closed container, in a cool place, out
of direct sunlight.
1t should be kept away from children.
Patient Information as of Fetwuary 1935
Manufactured by
BAmNomonré
PHARMACEUTICALS, INC®
Miami, FL 33178 < L001024 REV 9502

L3

nmmmunmubwymmmmm
whether you should take terienadine. Your doctor wik decide whether you
should 1ake dine based on the benefits and the risks.

What Are the Risks ol Using Terfenadine?

The side effects which occur most ofien are headaches and mid stomach or
In rare cases, terfenadine has caused  IRREGULAR HEARTBEATS which

- may cause serious problems ke Rinting, dizziness, wuacmo:damh

than one tablet every twelve hours.);
+ with the antitungal dnugs ketoconazole {Nizoral) or draconazole

(Sporanox);
+ with the antibiotic drugs erythromycin, dlasithromycin (Biaxin), or
troleandomycin (TAQ),
« by patients with serious liver disease.
How Do 1 Store Terfenadine?
Terlenadine should be stored in a tightly closed container, in a cool place, oul
of direct sunlight.
1t should be kept away from children.
Panemlnbrmationudl»‘sbfuaryms

XBAKER Nomon
PHARMACEUTICALS, WNC*

Miami, FL 33178 L001024 REV 9502
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TERFENADINE
TABLETS USP

4
:

monohydrate, magnessum siearale, pov-
done. and sodium bicarbonate.
Tertenadine is 2 histamine H1-receptor
artagooist with the chermical name a-{p-
fert-Butyiphenyl)-d-thydroxydiphenyl-
methyl)-1-piperidinebutanol. The molec-
olar weight & 471.66. The molecutar
formua is Cysbly 1Ny

1t has the following Chemical structure:

QA omlor
o ot

Terternoine ocowrs 25 2 whie fo off-white
aysunw Rt is freely soiuble in




;er;aurhwmm ")tl-(hydmxymptmyi_ w-
methyl}-1-pperidinetuiancl. The molec-
uar weighl is 471.68. The malecular

Hestaming 3kin wheal studies have shown
hat lerlenading in gingle and repsaled
doses of 60 mp in 64 subjects has an
arbhusaminic effect begning % 12
hours. emaching s madmwm at 34

farges) chical rials sach asied 7 days

dine nor its melaboles penetrate the
biood brain barvier wel

Or the basis of 3 mass haance study
using 140 labeled Wrienadine the oral
absorption

Qeneral pOpudation are pending. From
informaion gained in e 14C study &
#pptars that spproimately forly percant -
of the otal dose i miminated rerally
140% 25 acid metaboie, 30% deakl
metabokdes). Sady peroenk ol the dose is
eiminated ¥ the feces {50% a2 the acid
Tetaboids, 2% unchanged terfenadine,
and the cenainder a5 minor unidentified

tion. (See CONTRAINDICATIONS and
WARNINGS.) 10 sutyects wiih normal

sma increases in QTc wnderval were
observed atdoses of & myg bid. In stud-
e ¥ 200 mg bid a2 mean increase in
Ol od 1% {range 4% t +30%) (mean
increase of &6 msec) was pbsenved.

Data have been reported demonsirating




observed at doses of 60 mg b.id. instud-
13 & 300 mg bid a mean increese in
QR of 10% frange 4% 10 +30%) (mean
GBS Of 46 Meec) Was obsorved.

ARREST, AND TORSADES DE POINTES,
HAVE BEEN REPORTED IN THESE

See WARNING ROY CIWTRAMINCS.




Patients should also be instructed 10 store
this madication in 2 ighly closed Con-
iner in 2 cool, dry place, swey from heet

sied Wi st ot
prokongation of the OT and OT¢ intervals
Concomitast administration of kelo-
conazole sad terfenading is contralndi-
coisd (see  COMTRAINDICATIONS,
WARNINGS and ADVERSE REACTIONS).

Rratonazole

" Torzades O pointes and elevated parent

terienadine levels have been repored
during concomitan use of lerfenading
and iracondzole in cheical ials of itre-
conazole and from Soreign post-markei-
ng sources. One death has aiso been
repoced from fareign post-marketing
sources. Concomitant administration of

thar of keloconazole. but 10 3 lesser




TR R A AL ey
# neekd and NOT TO EXCLED The
PRESCRIBED DOSE Pauentis should be

terienadine. Patients should be ques-
tioned about premancy o¢ lactation
the drug should be used in pragrancy or
{actation only #f the polertial benefit justi-
ies the potential risk 10 fetus o baby.
Patients should alsa be instructed 10 store
this medication in a tighlly closed con-
ainer in 2 cool, dry place, Jway om heat

associated with satisically significant
peolongation of the QT and Oc intervals.
Concomitant adminisiration of leio-
€conazoie and lerieasdinn is coniraindt-
caled (s0¢  CONTRAMNDICATIONS,
'WARNINGS 3¢ ADVERSE REACTIONS).

rsconsoie

Torsades de poinies and slevated parent
\erienadine levels fave been reponed
during concomitani use of kerfenading
and itraconazole in clinical triaks of it

by & mecharism which may be simita 10
that of keficorazole, but 10 2 lesser
edent. Athough eryihwomycn messur-

Of terienading with other macrolide anthi-
ofics. incuding azthromycin, i not rec-
ommendsd. Studes to evaluate the




Reproduction and fertilty studies » rats
showed no eflects on male oF Seale fer-
iy at oral doses of up 10 21 imes the
human dedy dose. Al 53 times the human
daly dose there wae  smalf but signif-
33 reducion in implanis and at 125
iries the tuman dally dose reducad
iQpienis and mcremsed post-implantation
{oases were obaerved, which were judged

Ity pconday i maemal oty
Presmency Catecory C

Mostersiconic affacs

Terlonadine is not recommended for
nursing women. The drug has caused
decreased pup weight gain and survival in
rals given doses 63 fimes and 125 Simes

Endiabic me

Safety and eflectivenees of terleradine in
pediiric patients below the age of 12
years have not been established.

ADVERSE REACTIONS
Canfiovascuiar advecsn ovenls
Rare mports of severe cardiovascular

assessed without further siudy. in con-
trolled cinical rials in olherwise normal
pulients with thinitis, small increases in
Qlcinerval were ohoerved at doses of 60
mg bid. In studies a 300 mg bid. a
mean increase in O of 10% {range 4%
10 +30%) (inean increase of 46 msac)
was observed.

vides information an acverse experience
incidence for periods of a few days up
s months. The vsual dose in these stud-
ies was 60 mg twice dady, but in a smait
Tumber of palients, he G0Se was 28 low
2 20 mg twice 3 day, or 23 high as 600
g dady.

I controled chacal studies using the

T
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s m Adverse Events in Choical Frials Dizziness " 1 10 15 12 davess, . Sors Thvoat.
m ‘Parcent of Patents Raporing Nervousness [1] 02 [1] 17 10 Mamn, Epistas
m ] M Tortooted S N Chrica oot~ Weakness (] (L] 02 os ns Vomiing, Stin
- Evt Aopate Crange Iin Ensption
Tortonagine  Piacebo Contral Tomte  Pacsbo _ 4
M : w i pru~-- S i el her ] ooy 05 09 [T} 05 00 Bowel habits) 4 o 27 76 54 finchuing rash
w ; B | Contoiorus it e, v, Noss, o)
4 mw& ‘Gastroinissing .ls o iching
Drowsiness "0 8 181 (1] 82 MotV :
. * Ouration of ireatmen in "CONTROLLED
mm- Headache &3 74 1) w2 Dtrves Mosw/Thvo 23 18 FTR BT 1) e et AL CLMGAL T
8 Fatigue 29 1] 58 45 A0 {Abdominal Cough [ 1] 02 0s ~ 28 17 *** CONTROL DAUGS: Chiorpheriramine (291
{180 petionts), Clomastin (148 patents)
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Sipne and sympoms of overdosagl may

reporiad at overdoses of 360 mg of more
and aoowr more faquently 3t doses in
eSS of 600 mg, and 0% prolongations
of up 10 30% have been obsarved at 2
dose of 300 mg b.id. Seizwes and syn-
cope have ais been reported, USE OF
DOSES 4 EXCESS OF 60 MG BID. 15

intenvais i not recommended.

Therefore. in cases of overdosage, car-
diac monitaning for at least 24 hours &
Tecormmended and for as long as OTc s
prolonged, lang with standard measuves

(Ne1) or hemodialysis (N=3) was not
successhl in compietaly femoving the
aid metabolite of erfenadine from the
biood.

Treatment of the signs and symptoms of

and rats. The oral LOSO was 438 mghg in
nawbom rats.

TOSRRE AN ATMIMISTRATION

A e S e e s e e



@t U prownigainn, WEXMent widi

Theretore, in tzses of overdosage, car-
diac monitoring for at least M howrs &
recommended and for as long 3 O is
prolonged. along with standard measures
10 rerove any wiabsorbed drug. Uimied
©perience with the se of hemoperusion
{N=1} or hemadialyss (W=3) was nol
successhd i comglelsly removing the
200 Mmetaboily of ferfenadine om the
icod

Treabment of the sigrns and symptoms of

and s, The oeal LDSO was 438 mohg it
newbomn ras.

DOSAGE AND ADMINISTRATION
One ablet {60 mg) tvice daly for adults
and children 12 years and oidec

USE OF DOSES 4 EXCESS OF 60 MG
BIL. IS NOT RECOMMENDED

TION AND ADVERSE CARIMAC EVENTS.
NADINE N PATIENTS WITH SIGNIR-

60 mg tabiets in bodlies of 100%.
50 mq tablels in botties of 5005.

urseored, debossed with “6401° on one
sideand X logo on ihe other Siore
fablets a controlied room Wmperature
15%-30°C (S9°-86°F). Keep tighlly closed.
Protect from maisture.
Dispense in 2 fight, Boht-resistant con-
CAUTION: Fadesal aw prohibits dspens-
ing without prescription.

Prescsibing information as of

February 1995,

PATIENT INFORMATION
Terlenadine Tablets USP
60 mg

ask your doctor i you have any questions
or want 1o know more.

Wil it Teclonacine snd Whal is Nl Used
For?

Terlenadine is an anthistamine. it is used

fow De | Taee Tarkenndine?

« Take wrfersacine only as needed when
you have SENEomS of seasonal aller-
gy O hay Yever

« The recommendsd doss of ‘terlens-
dine is one tabiet taken iwice a day. DO
HOT TAKE MORE DFTEN THAN ONE
TABLET EVERY TWELVE HOURS

» Follow @w other instructions your

1f you become pregnant of are Irsing 3
baby. tak 10 your doctar about whether
you should take lerferiagine. Your docior
weil decide whether you should take teffe-
nadine based on the benefits and the
risks.

Wit As B Risks of Using
Torfonading?

The side effocts which occur most often
are headaches and mid slomach or
n fare cases. terfenadine has causad
RREGULAR HEARTBEATS which may
tauss serious probiems Wk fainting,
daziness, cargiac amest, of death. I
these fare Cases, this occurred when fer-

« In mare than the racommended dose
{Remember, do nol take more often
han one tablet avery tweive hours.):

« with the antitungal drugs kelocona-




PATIENT INFORMATION
Terienadine Tablets USP
60:mg

ine is 0ne tablet takan Iwice 2 cay. DO
WOT TAKE MORE OFTEN THAN ONE
TAILET EVERY TWELVE HOURS

« Folow sny ot instructions. your

1 you become pregrant or ane AUrsing a
Baby, Bk 10 yous doctor about whether
you should take terleradine. Your dackor
wll decide whather you Should take terfe-
nadine dased on the benelis and the

isks,
What A the Risis of Using
Yodenading?

Tertenadine should be siomd in 2 tighty
cioged containes, in a cool place, out of
Girect sunight. & should be kept anay
from chidren.

Pasent information as of Febnuary 1995.

Manutachred by
Xnumﬂ:!:unuu,m-
Miami, FL 33178 -

001025 Rev. 9502

10



CENTER FOR DRUG EVALUATION AND RESEARCH

Application Number 0744575

BIOEQUIVALENCE DISSOLUTION REVIEWS




OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA/AADA # /14~¢ 75 SPONSOR: Butrer - Ny 76
DRUG: Tex f}?%veéy.—\x
DOSAGE FORM: ' T;utlct
STRENGTH(s): o M
TYPE OF STUDY: @}fg}emmnpm

asting/Fed
STUDY SI7°=- )

STUDY SUI\/I:\’L"‘*R?' A fasting study was completed in 24
subjects. The ratios of the means were 1.01, 0.97 and 0.99 for the
AUC,.,, AUCy. ;¢ and C_. , respectively, of terfenadine. The 90%
confidence 1intervals for the LNAUCO-t, LNAUCO_. and LNC of
terfenadine were (0.84; 1.48), (0.79; 1.40) é’r’afd (0.83; Ir"f’f(.zz)
respectively. The 90% confidence intervals for the LNAUC ,'
LNAUC, ... and LNC,, ©of carboxyterfenadine were (1.00; 1.14), (0.8'9t;
1.15) and (0.96; 1.12), respectively.

DISSOILUTION: Dissoclution tests were conducted in 900 mL of 0.1N HCl, us
USP 22 paddle apparatus at 50 rpm. The results are acceptable according to

Fd

specification recommended by USP of "not 1less than of labeled amount
terfenadine in the dosage form are dissolved in 45 min”,

PRIMARY REVIEWER: BRANCH:

INITIAL: L (//\//mj DATE:__ %/ /37

BRANCH CHIEE. BRANCE.

INITIAL : v C —+ | [ DATE: /¢ /7.~

L ~ !
DIRECTOR

DIVISION OF BIOEQUIVALENCE

INTTIAL: /% ,Z\_, DATE.: 575 ,"/?J—

W
DIRECTOR 7
OFFICE OF GEY&#IC DRUGS .
7
INTTIAL: 17 DATE: 0/7/3)/%




MAY 30 19%5

Terfenadine Zaker Norton Zharmaceuticals, inc.
Tablet, €0 mg Miami, Flcrida

ANDA # 74-475 Submission Zatsa

Reviewer: L. Chuang December 16, 1294

Review of an amendment to In-Vivo Bicequivalence Studies and
Dissolution Data

This amendment was submitted *o address the Zollowing
deficiencies:
1. The information concerning changes made during the amending of

protocol on August 23 and November 10, 1993 and the documented
IRB approval of these changes should be provided.

The amendment of August 23, 1993 provided the following
changes:

a. To add "non-smoking" to the inclusion criteria.

b. To change the 16-hour blood sample after dosing to 18-
hour after dosing.

c. To change the range of volunteers' age from 18-4S5 years
to 21-40 years.

d. To add electrolytes (Na, Cl, K) to the serum chemistry
tests.
e. To add two exclusion criteria of "subjects who uses

tobacco products" and "subjects who have been exposed to
known hepatic enzyme inducing or inhibiting agents within
30 days prior to the study".

£. To change the period of medication restriction from 7
days to 14 days and the period of alcohol- or Xanthine-
containing beverages and foods restriction from 24 hours
to 48 hours.

g. To indicate the formulation dose of 2 x 60 mg tablets.
h. To specify the length of time for blood samples to be in
the ice bath (at least 1 minute) and the centrifugation

time (7 minutes within 12 minutes of sample collection).

i. To 1include the source of reference document for

=)
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statistical analysis.

~he IRB was not informed cf these changes Dbecause they were
considered not arffecting the safety c¢I tnhe subjects.

~he amendment of November 10, 1993 changed the limit of

quantitation for terfenadine from o ) which
vas +the 1imit of quantitation reported in the original
submission. This change did not affect subject safety and

rherefore the IRB was not notified.

The lot size of the test product and the potencies of both
test and reference products used in the biocequivalence study
should be provided.

"he lot size of the test product was

The potency was 100% for the test product and 95% for the
reference product.

The firm should explain the inconsistency of the clinical
study dates (08/27-31/93 and 09/10-14/93) and the blood
collection dates (08/28/93 and 11/09/93) for terfenadine
analysis .

This was the result of the way reports dates as
day/month/year. Therefore 11/09/93 was actually September 11,
1993 not November 9, 1993.

The firm should explain the inconsistency of the time period
of terfenadine enalytical procedure reported in the analytical
report section and the raw data section.

This was due to the 6 days period between the last
chromatograms were run and the last day the data workup for
determination of concentration was made.

The dissolution volume, assay methodology used during the
dissolution testing, and the coefficients of variation of the
amount dissolved at each time point during the dissolution
testing should be reported.

The information are provided in the dissolution table below:

1~
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In Vitro Dissolution Testing

Drug (Generic Name) : Terfenadine Tablets
Dose Strength: 60 mg
! ANDA No. : 74-475
| Firm: Baker Norton Pharmaceuticals, Inec.
!
f I. Conditions for Dissolution Testing:
' USP XXII Apparatus: Paddle RPM: 50
No. Units Tested: 12
Medium: 0.1 N HCL Volume: 900 ml
Tolerance: NLT (Q) in 45 minutes
Reference Drug: Seldane® Tablets (Merrell Dow)
Agssay Methodology:
IT. Results of In Vitro Dissolution Testing:
Sampling Test Product Reference Product
Times Lot # RD-93047 Lot # P50-491
(Minutes) Strength (mg): 60 Strength (mg): &0
Mean % Ranqge scv Mean % Range sCcv
15 79 2.3 74 0.4
30 86 2.4 85 0.3
' —
45 86 i 3.2 88 0.2
| a1
Comments:
1. The only item of the Protocol changes that may affect subject

However, serious adverse reactions due to overdose were
observed only at 360 mg or more (pl430, PDR, 49th ed, 1995),
Therefore, the response to deficiency #1 is acceptable.

2. The explanations for deficiencies #2-#5 provided by the firm
are acceptable.

Recommendation:

1. The Dbioequivalence study conducted by Baker Norton
Pharmaceuticals, Inc. on its Terfenadine 60 mg tablet, 1lot
#RD-93047, comparing to Seldane® 0 mg tablet manufactured by
Merrell Dow Pharmaceuticals Inc. has been found acceptable by
the division of Biocequivalence. The study demonstrated that
Baker Norton's terfenadine tablet, 60 mg, is bicequivalent to
the reference product, Seldaner 60 mg Tablet manufactured by




Recommendation:

1. The Dbiocequivalence study conducted ©»y Baker Norton
Pharmaceuticals, Inc. on its Terfenadine 60 mg tablet, lot
#RD-93047, comparing to Seldane® 60 mg tablet manufactured by
Merrell Dow Pharmaceuticals Inc. has been found acceptable by
the division of Bioequivalence. The study demonstrated that
Baker Norton's terfenadine tablet, 60 mg, is bioequivalent to
the reference product, Seldane® 60 mg Tablet manufactured by
Merrell Dow when administered under fasting condition.

2. The dissolution testing data conducted by Baker Norton
Pharmaceuticals, Inc. in its terfenadine tablet, 60 mg, Lot
#RD-93047 are acceptable. The dissolution testing should be
incorporated into the firm's manufacturing controls and
stability program. The dissolution testing should be
conducted in 900 mL of 1N HCl at 37° using USP 23 apparatus II
(paddle) at 50 rpm. The test product should meet the
following specifications:

Not less than of the labeled amount of terfenadine in
the dosage form are dissolved in 45 minutes.

A AN
I { el ,
S L /
Lin-whei Chuang
Division of Bioequivalence
Review Branch I

RD INITIALED YHUANG \
FT INITIALED YHUANG ) Q
\V/ f\\

P
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fErin,

Date: S/%/S’J_"

Concur:

irector, Division of Bioequivalence

cc: ANDA 74-475 (original, duplicate), HFD-600 (Hare), HFD-630,
HFD-344 (Cviswanathan), HFD-652 (Huang, Chuang), Drug File,
Division File

LWC/052395/dm/WP #74-475am.d94




Terfenadine Tablets USP, 60 mg
ANDA 74-475

Baker Norton Pharmaceuticals

Attention: Jane Hsiao

8800 Northwest 36th Street MY [ 6 1o
Miami, FL 33178-2404 C T

Dear Dr. Hsiao:

Reference is made to the in vivo study and in vitro dissolution
data submitted on February 25, 1994, for Terfenadine Tablets USP,
60 mg.

The Office of Generic Drugs has reviewed the referenced material
and we have the following comments:

A, The bioequivalence study comparing the test product
Terfenadine Tablets, 60 mg, lot #RD-93047, manufactured
by Baker Norton Pha;maceuticals with the reference
listed drug Seldane Tablets, 60 mg, manufactured by
Merrell Dow Pharmaceuticals Inc. is incomplete for the
following reasons:

1. The original protocol was amended on August 23 and
November 10, 1993. Please provide a summary and
an explanation of these changes along with the
documented IRB approval of these changes.

2. The following information submitted in the
application appears to be inconsistent, and will
require an explanation:

i. The analytical report stated that the dates
of blood sample collection were during August
28 and November 9, 1993.

ii. The clinical study, which included blood
collection, was conducted August 27, 1993
through August 31, 1993 and September 10,
1993 through September 14, 1993.

iii. The last sample analysis for terfenadine was
reported as November 12, 1993, while the last
day of analysis in the raw data section is
reported as November 18, 1993.




3. The lot size of the test product and the potencies
of both test and reference products used in the in
vivo bioequivalence study should be provided.

B. The dissolution testing conducted on the test product
Terfenadine 60 mg tablets, lot #RD-93047, manufactured
by Baker Norton Pharmaceuticals, Inc. is incomplete for
the following reasons:

The dissolution volume, assay methodology used
during the dissolution testing, and the
coefficients of variation of the amount dissolved
at each time point during the dissolution testing
should be reported. Please submit the required
information for review.

You are required to take an action described under 21 CFR 314.96
which will amend this application.

Representatives of the Division of Bioequivalence are available
to discuss this letter and to assist you. Please contact Jason
A. Gross, Pharm. D. at (301) 594-0317 for further assistance.

Sincerely yours,

Rabindra N. Patnaik, Ph.D.

Acting Director

Division of Bioequivalence

Office of Generic Drugs

Center for Drug Evaluation
and Research
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Terfenadine Baker Norton Pharmaceuticals, Inc.
Tablet, 60 mg Miami, Florida
- ANDA - #.74-475 Submission Date:
Reviewer: L. Chuang February 25, 1994

WP#744755D.294

Review of Tn-Vivo Biogequivalence Studies and Dissolution Data

Introduction:

Terfenadine is a histamine H; receptor antagonist. It is indicated
for the relief of symptoms associated with seasonal allergic
rhinitis. The frequency of drowsiness with terfenadine was similar
to the frequency with placebo, and 1less than that with other
antihistamines. The frequency of anticholinergic effects was not
different from that of other antihistamines.

After oral administration, terfenadine undergoes extensive (99%)
first pass metabolism to two primary metabolites, an acidic and a
dealkylated metabolite. The acid metabolite, carboxyterfenadine,
is believed to account for at least one-third of the activity of
terfenadine.

Peak plasma concentrations of terfenadine occur 1 to 2 hours after
oral administration. The plasma concentration-time curve of the

drug follows a biexponential pattern. The distribution and
terminal elimination half-lives are 3-4 hours and 16-22 hours
respectively. The reported half-lives of the acid metabolite,

carboxyterfenadine, vary from 2-3 hours to 17 hours.

Terfenadine is commercially available as 60 mg tablet, Seldane,
manufactured by Merrell Dow.

Biocequivalence Study:

The objective of this study is to compare the single-dose
biocavailability of the test product and Seldane 60 mg tablet,
manufactured by Merrell Dow, following the administration of a
120 mg dose.

The study, both clinical and analytical procedures, was conducted
at

The clinical study was conducted during August 27-31 and
September 10-14, 1993 with as the supervisor. The
analytical report, written by stated that the analysis
of terfenadine was conducted during October 21-November 12, 1993
and the analysis of carboxyterfenadine during September 20-October
13, 1993.




The design is a single-dose, 2-way crossover of 2x60 mg of the
firm's terfenadine tablet and 2x60 mg of Seldane tablet in fasting
volunteers. The

approved the original protocol and the informed consent form on
June 22, 1993 and the changes to exclude 2 subjects and add 1
alternate on September 8, 1993. However, no IRB approval documents
were included for the amendments made on August 23, 1993 and
November 10, 1993.

Twenty-six (26) non-smoking men, 18-37 years old, weighing at least
60 Kg and within *10% of their ideal weight were recruited. The
screening procedures included a physical examination, EKG, and the
laboratory tests for hematologic, hepatic and renal functions.
Only subjects with normal results were enrolled.

Volunteers with history of alcoholism or drug abuse within the last
year, hypersensitivity to terfenadine or any other H,~-receptor
antagonist, epilepsy, glaucoma, asthma or urinary difficulties were
excluded. Subjects who had been on an abnormal diet during the 4
weeks preceding the study, who through the completion of the study
would have donated in excess of 500 mL of blood in 14 days, 750 mL
in 3 months, 1000 mL in 6 months, 1500 mL in 9 months or 2000 mL in
1 year, who had completed another clinical trial within 28 days of
study initiation, who used tobacco products or who had been exposed
to known haptic enzyme inducer or inhibitor within 30 days of study
initiation were also excluded from the study.

All 26 subjects were instructed not to take any drugs for two weeks
preceding study initiation, and not to consume any alcohol- or
xanthine-containing beverage and food for 48 hours before dosing
and during blood sample collection period.

All subjects were fasted overnight before and 4 hours after
receiving one of the following randomly assigned drug treatments :

Treatment A - Test Drug: Terfenadine tablets, 2 x 60 mng,
Baker Norton Pharmaceuticals Inc.,
lot #RD93047-01, potency and lot
size not given.

Treatment B - Reference Drug: Seldane’ tablet, 2 x 60 mg,
Merrell Dow, lot #P50491,
expires at 01/96, Potency not
given.

Each treatment was taken with 240 mL of water. Blood samples were
drawn into heparinized Vacutainers at o0, 0.5, 1, 1.5, 2, 2.5, 3,
3.5, 4, 6, 8, 12, 18, 24, 30, 36 (1 x 5 mL and 1 x 10 mL each) 48,
60 and 72 (1 x 10 mL each) hours. The blood samples collected
after 36 hours would be assayed only for terfenadine and the blood



samples collected from predose until 36 hours would be assayed for
both terfenadine and carboxyterfenadine.

All subjects were confined from 12 hours before dosing until after
the 36 hour blood draw and returned for the 48, 60 and 72 hour
blood draws. For subjects' safety. their EKGs before dosing and
3 hours after dosing were recorded.

Plasma samples were prepared within 16 minutes and stored at -80°C
until analysis. The washout period between the administration of
two formulations was 14 days.

Analvtical Method:







Results:

Of the 26 subjects, 24 completed the study. Subjects #14 and #22
(both were assigned the treatment sequence of AB) were caught
smoking and violated the protocol. One additional subject (#27)
was enrolled and completed only period 2 of the study. The data of
subject #27, however, was not used in the analysis. The safety
monitoring did not encounter any safety problems.

Thirty-three (33) events of adverse reactions were reported. The
adverse reactions included loose stool, stomach cramps, dizziness,
fainting, sweating, headache,stomach pain, nasal congestion,
feeling faint, feeling cold, flatulence and loss of appetite.
Thirteen (13) of these events occurred during treatment A and 20
during treatment B. No medication was required for any of these
events.

The mid- and post-study laboratory tests results were judged by the
medical director to be within normal limits or not clinically
significant.

The plasma samples from 24 subjects were assayed for both
carboxyterfenadine and terfenadine.

Terfenadine:

It was stated in the analytical report that the dates of blood
sample collection were during August 28 and November 9, 1993,
however, the clinical study was conducted during August 27-31 and
September 10-14, 1993.

Another discrepancy was that the firm reported the date of last
sample analysis for terfenadine as November 12, 1993 while the last
day of analysis shown in the raw data section was November 18,




1993.

A total 912 study samples were expected from the protocol, but 910
were analyzed, subject #18, hour 72, period 1 (treatment B) and
subject #10, hour 60, period 2 (treatment B) were not received by
the analytical laboratory. Eighteen (18) standard curves were run
with the analysis of study samples, 9 samples were reassayed for
terfenadine due to suspected pharmacokinetic outlier. Five (5) of
them had the median values reported as their final concentrations,
1 had the original value reported and 3 were ‘'not reportable'. The
3 'not reportable' samples, subject #1, period 1, 0 hour and
subject #25, period 1 and period 2, hour 30, were all in the range
of "below limit of quantitation' in the time-concentration curve.

The mean plasma concentrations of terfenadine at each sampling
point after both treatments in 24 subjects and the mean
pharmacokinetic parameters are presented below in Table 1.
Elimination constants used to estimate AUC,.;,, were calculated by
linear least-square regression analysis using the last 3 (or more)
non-zero plasma concentrations. Data from subject #20, treatment
A and subjects #18 & 21, treatment B, displayed pharmacokinetic
anomaly and the elimination constants, under these circumstances,
were unable to be estimated. Five (5) subjects each druing
treatment a and treatment B had observed T,,, ©f 0.5 hour (the first
post-dose blood draw).




Table 1

Mean (C.V.%) Plasma Terfenadine Concentrations (pg/mL) at Each
Sampling Time Point and Arithmetic Means of Pharmacokinetic

Parameters (n = 24)

Merrell Dow

(Treatment B)

Time Baker Norton
(hours) (Treatment a)
0 0
0.5 1070.36 (74)
1.0 1557.55 (63)
1.5 1312.51 (67)

2.0 1122.48 (63)
2.5 1065.88 (65)
3.0 972.76 (68)
3.5 917.71 (65)

4.0 843.25 (68)
6.0 898.17 (70)
8.0 724.12 (66)
2.0

1 527.53 (75)
18.0 301.73 (82)
24.0 253.38 (91)
30.0 236.70" (96)
36.0 176.68 (103)
48.0 91.23 (108)
60.0 62.69 (109)
72.0 18.37 (215)
AUC,., 19636.6 (73)
(Pg*hr/mL)

AUC.,y, 21660.4" (69)
(Pg*hr/mL)

Crex (Pg/mL) 1673.99 (57)

Taax (hr) 1.500 (117)
Ty2  (hr) 15.887" (30)

unless otherwise indicated
n =23
n=22

ee sa oo

0
954.69 (65)
1323.02 (64)
1174.48 (63)

1087.40 (63)
1076.26 (72)
960.65 (75)
979.98 (76)

902.30 (78)
1006.62 (100)
795.25 (88)
559.05 (93)
327.70 (91)
253.61  (92)
206.35" (94)
158.41 (100)

82.72 (117)

53.27%(121)

23.55%(179)

19692.3 (84)
22244.3° (79)

1688.38 (63)
1.896 (91)

14.663° (43)

il
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and the log transformed parameters using SAS GLM procedure. There
are no significant difference between periods, sequences and
treatments for any of the transformed and untransformed parameters.
The LS means of AUCy.., AUCy.,n, Cmaxs, LNAUC,.,, LNAUCy.;n¢, and LNC,., and
ratios of these means and the 90% confidence intervals of test
product versus reference product are presented in Table 2.

Table 2

Statistical Analysis -« Terfenadine

Parameter LS Means LS Means T/R 90% Confidence
Baker Norton Merrell Dow Interval

AUC,., 19545.1 19340.2 1.01 | (0.738; 1.283)
Pg*hr/mL) ,
AUCy. ., 21000.0 21691.7 0.97 | (0.683; 1.254)
(pg*hr/mL)

Grax  (Pg/mL) 1667.62 1678.90 0.99 (0.805;.1.182)
LNAUC,_, 9.63095 9.52022 1.11 | (0.845; 1.477)
LNAUC,., ., 9.72487 9.68013 1.05 | (0.786; 1.398)
LNC,.. 7.24460 7.23867 1.01 | (0.831; 1.218)

Comments:

1. The 90% confidence intervals of both LNAUC,., and LNAUC,.;., are
not within the 80-125% limits.

2. The confidence interval of LNGCnax is within the 80-125% limits.

3. The test/reference ratio for all three parameters, }og
transformed or untransformed, are within the 0.80-1.20 limit.

4. According to the memo of 08/25/94 from Bob Pollock, Acting
Deputy Director, OGD, the approval of terfenadine application
should be based on a 90% confidence interval for the
metabolite and a point estimate on the parent compound.

5. The blood sample collection dates were inconsistent with the
clinical study dates.

6. The time period of analytical procedure reported was
inconsistent in the analytical report section and in the raw
data section.




Carboxyterfenadine

A total 768 study samples were expected from the protocol and all
768 samples were received and analyzed. Fifteen (15) standard
curves were run with the analysis of study samples, 4 samples were
reassayed for carboxyterfenadine due to suspected pharmacokinetic
outliers. Each of these 4 samples was repeated twice and the
median value of the 3 results was reported as the final
concentration.

The mean plasma concentrations of carboxyterfenadine at each
sampling point after both treatments in 24 subjects and the mean
pharmacokinetic parameters are presented below in Table 3.
Elimination constants used to estimate AUC,.;,,; were calculated by
linear least-square regression analysis using the last 3 (or more)
non-zero plasma concentrations. Data from subjects #8, 13 & 24,
treatment A and subjects #1, 2, 10, 13, 18 & 25, treatment B,
displayed pharmacokinetic anomaly and the elimination constants,
under these circumstances, were unable to be estimated.




Table 3

Mean (C,V.%) Plasma Carboxyterfenadine Concentrations (ng/mL) at
Each Sampling Time Point and Arithmetic Means of Pharmacokinetic

Parameters (n = 24 )

Time Baker Norton Merrell Dow
(hours) (Treatment A) (Treatment B)
0 0 0
0.5 71.68 (62) 77.81 (79)
1.0 305.82 (38) 311.53 (28)
1.5 414.68 (27) 423.78 (26)
2.0 474.78 (27) 471.50 (32)
2.5 538.75 (26) 503.97 (27)
3.0 524.98 (28) 498.55 (26)
3.5 510.82 (32) 465.77 (27)
4.0 476.71 (31) 424.08 (26)
6.0 300.11  (39) 258.32 (32)
8.0 166.58  (45) 157.72 (33)
12.0 68.85  (36) 65.70  (26)
18.0 30.70  (32) 28.51  (29)
24.0 19.62 (21) 18.52 (28)
30.0 14.71  (39) 12.54 (63)
36.0 8.93 (93) 7.01 (107)
AUC,., 3862.3 (27) 3585.8 (21)
(ng*hr/mL)
AUCy_,., 4290.1° (26) 3787.6° (21)
(ng*hr/mL)
Caax (Ng/mML)  573.53  (27) 551.72 (24)
Teax (hr) 2.604  (23) 2.783 (23)
T2 (hr) 15.715° (30) 12.795° (63)
* : unless otherwise indicated
a:n-= 21
b: n= 18
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Analysis of Variance was performed on all pharmacokinetic parameter
and the log transformed parameters using SAS GLM procedure. There
are no significant difference between periocds, sequences and
treatments for any of the transformed and untransformed parameters.
The LS means of AUCq.,, AUCy-inss; Cpaxs LNAUC,.., LNAUC,.,.., and LNC,.» and
ratio of these means and the 90% confidence intervals of test
product versus reference product are presented in Table 4.

Table 4

Statistical Analysis -- Carboxyterfenadine

Parameter LS Means LS Means T/R 90% Confidence
Baker Norton | Merrell Dow Interval

AUC,., 3862.62 3572.07 1.08 (1.011; 1.152)

(ng*hr/mL)

AUCq-in¢ 4215.99 3935.81 1.07 | (0.994; 1.148)

(ng*hr/mL)

Crax (ng/mL) 574.16 550.61 1.04 | (0.956; 1.130)

LNAUC,., 8.22515 8.15894 1.06 | (1.004; 1.137)

LNAUC,. ;¢ 8.31493 8.25041 1.07 | (0.988; 1.i51)
_qu“, 6.32039 6.28523 1.06 | (0.959; 1.119)
Comments:

1. The confidence interval of all log transformed parameters are
within the limit of 80-125%.

2. According to the memo of 08/25/94 from Bob Pollock, Acting
Deputy Director, OGD, the approval of terfenadine application
should be based on a 90% confidence interval for the
metabolite and a point estimate on the parent compound.

Dissolution Testing:

The firm has submitted dissolution data on its Terfenadine tableth
60 mg, lot #RD-93047, compared to the reference product, Seldane
tablet, 60 mg, lot #P50491. The method and results are presented
in Table 5.
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e 5 =Vit Dissolutio Testing- Terfenadine o0m able

I. Conditions for Dissolution Testing:

USP XXII Basket Paddle xx_ RPM S50 No. Units Tested: 12
Medium: 0.1 N He) Volume: Not Given mil
Reference Drug: (Manuf.) Seldane” tablet, 60 mg, (Merrell Dow

Assay Methodology: Not Given

II. Results of In=-vitro Dissolution Testing;:

Sampling Test Product Reference Product
. : e o L =2 — ———=2te= s oduet
Times (min)

g:::ofved Rande — g;:gofved Hande &

Lot # RD-93047 Lot # P50491

Strength: 60 ng Strength: 60 ng

15 9 (===) 74 (-==)

’ 30 86 (-=-) 85 _ (-=-)

-45 86 (===) 88 (===)

§0 89 —  (===) 91 (:'-)
Comment :
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Ingredlent Weight (m Tablet Percentage (%)

Terfenadine 60 10.9

Lactose Monohydrate
Starch

Providone

Sodium Bicarbonate
Ethyl Alcohol

Magnesium Stearate
Total 550 100.0

* = Removed during processing

iciencies:

1. The information concerning changes made during the amending of

3. The firm shoulg explain the inconsistency of the clinical
study dates (08/27-31/93 ang 09/10-14/93) and the blood
collection dates (08/28/94 ang 11/09/93) for terfenadine
analysis .

5. The dissolution volume, assay methodology used during the
dissolution testing, and the Ccoefficients of variation of the
amount dissolved at each time point during the dissolution
testing should be reported.
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1. The bioequivalence study conducted by Baker Norton
Pharmaceuticals, Inc. on its q;rfenadine 60 mg tablet, 1lot
#RD-93047, comparing to Seldane® 60 mg tablet manufactured by
Merrell Dow Pharmaceuticals Inc. has been found incomplete by
the Division of Biocequivalence. The firm should clarify the
Deficiencies 1-4.

2. The dissolution testing conducted by Baker Norton
Pharmaceuticals, Inc. on its Terfenadine 60 mg tablets, lot
#RD-93047, has been found incomplete due to deficiency #5.

The above comments, deficiencies and recommendation should be
forwarded to the firm.

NM SN l%/@f,ﬂ

Lin-whei Chuang
Division of Bioequivalence
Review Branch I \

T — D

RD INITIALED AJACKSON o o 91\_
FT INITIALED AJACKSON M ) |

7
Concur: I\}—-@(JMCW[‘ Date: 10 ' 2zlay

Rabindra Patnaik, Ph.D.
Acting Director, Division of Bioequivalence

cc: ANDA 74-475 original, HFD-630, HFD-600 (OGD, Hare), HFC-130
(JAllen), HFD-344 (CViswanathan), HFD-652 (Chuang, Jackson),
Drug File.

LC/101994 /ntp/WP#74475SD.294
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